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Cli ni c al St u d y R e p o rt  

1  TI T L E P A G E  

A n O p e n -l a b el, R a n d o mi z e d, Cr oss o v er St u d y i n H e alt h y S u bj e cts t o E v al u at e t h e Eff e ct of 

F o o d a n d A ci d R e d u ci n g A g e nt(s) o n t h e P h ar m a c o ki n eti cs of C a pi v as erti b  

 

I n v esti g ati o n al M e di ci n al P r o d u ct s:  C a pi v as erti b ( A Z D 5 3 6 3) t a bl et  

R a b e pr a z ol e  

F a m oti di n e (if r e q uir e d)  

I n di c ati o n St u di e d:  S oli d a n d h e m at ol o gi c al m ali g n a n ci es  

P a r e x el  St u d y N u m b e r:   

S p o ns o r St u d y N u m b e r:  D 3 6 1 4 C 0 0 0 0 5  

E u d r a C T N u m b e r:  2 0 2 1 -0 0 0 8 3 6 -7 4  

D e v el o p m e nt P h a s e:  P h as e I 

S p o ns o r:  Astr a Z e n e c a A B  

1 5 1 8 5 S ö d ert älj e  

S w e d e n  

I n v esti g at o r N a m e a n d A d d r e ss:   

P ar e x el E arl y P h as e Cli ni c al U nit B erli n  

 

 

1 4 0 5 0 B erli n G er m a n y  

St u d y D u r ati o n:  2 6  J ul y  2 0 2 1  (first s u bj e ct first visit) t o 0 4  M a y  2 0 2 2  (l ast 

s u bj e ct l ast visit)  

V e r si o n a n d D at e of R e p o rt:  Fi n al 1. 0 , d at e d 0 9  S e pt e m b er  2 0 2 2  

 

T his st u d y w as c o n d u ct e d i n c o m pli a n c e wit h I nt er n ati o n al C o u n cil f or H ar m o ni s ati o n G o o d 

Cli ni c al Pr a cti c e g ui d eli n es.  T h e ess e nti al d o c u m e nt ati o n r el at e d t o t his st u d y h as b e e n 

r et ai n e d b y r el e v a nt p arti es. 

C o nfi d e nti alit y St at e m e nt  

T his c o nfi d e nti al d o c u m e nt i s t h e pr o p ert y of Astr a Z e n e c a A B.  N o u n p u bli s h e d i nf or m ati o n 

c o nt ai n e d h er ei n m a y b e dis cl os e d wit h o ut pri or writt e n a p pr o v al fr o m Astr a Z e n e c a A B.  

A c c ess t o t hi s d o c u m e nt m ust b e r estri ct e d t o r el e v a nt p arti es.  

C CI

P P D

C CI



Cli ni c al St u d y R e p ort   Astr a Z e n e c a  
C a pi v as erti b ( A Z D 5 3 6 3)  - D 3 6 1 4 C 0 0 0 0 5  0 9  S e pt e m b er  2 0 2 2  

C O N FI D E N TI A L A N D P R O P RI E T A R Y  2  of 1 0  

2  S Y N O P SI S  

Titl e of St u d y:  A n O p e n -l a b el, R a n d o mi z e d, Cr o ss o v er St u d y i n H e alt h y S u bj e cts t o 

E v al u at e t h e Eff e ct of F o o d a n d A ci d R e d u ci n g A g e nt(s) o n t h e 

P h ar m a c o ki n eti cs of C a pi v as erti b  

St u d y N u m b e rs:  P ar e x el  St u d y N o.:   

S p o n s or St u d y N o.:  D 3 6 1 4 C 0 0 0 0 5  

I n v esti g ati o n al M e di ci n al 

P r o d u ct s:  

C a pi v as erti b ( A Z D 5 3 6 3) t a bl et  

R a b e pr a z ol e  

F a m oti di n e (if r e q uir e d)  

I n di c ati o n St u di e d:  S oli d a n d h e m at ol o gi c al m ali g n a n ci es  

D e v el o p m e nt P h a s e:  P h as e I 

S p o ns o r:  Astr a Z e n e c a A B  

1 5 1 8 5 S ö d ert älj e  

S w e d e n  

P ri n ci p al I n v esti g at o r:   

St u d y C e nt e r:  P ar e x el  E arl y P h as e Cli ni c al - B erli n  

P u bli c ati o n:  N o n e  

St u d y D u r ati o n:  First s u bj e ct first visit:  

2 6 J ul y 2 0 2 1  

L ast s u bj e ct l ast visit:  

0 4 M a y 2 0 2 2  

St u d y O bj e cti v es:  

P ri m a r y o bj e cti v es:  

• T o ass ess t h e eff e ct of f o o d o n t h e p h ar m a c o ki n eti cs (P K ) of c a pi v as erti b.  

• T o ass ess t h e eff e ct of t h e a ci d r e d u ci n g a g e nt( s) r a b e pr a z ol e a n d f a m oti di n e (if r e q uir e d), o n t h e P K of 
c a pi v as erti b.  

S e c o n d a r y o bj e cti v es:  

• T o ass ess t h e s af et y a n d t ol er a bilit y of c a pi v as erti b w h e n a d mi nist er e d al o n e u n d er f e d a n d f ast e d 
c o n diti o n s, a n d  i n c o m bi n ati o n wit h a ci d r e d u ci n g a g e nt(s) r a b e pr a z ol e a n d f a m oti di n e (if r e q uir e d). 

C CI

P P D
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Titl e of St u d y:  A n O p e n -l a b el, R a n d o mi z e d, Cr o ss o v er St u d y i n H e alt h y S u bj e cts t o 

E v al u at e t h e Eff e ct of F o o d a n d A ci d R e d u ci n g A g e nt(s) o n t h e 

P h ar m a c o ki n eti cs of C a pi v as erti b  

St u d y D esi g n:  

T his st u d y w as a t w o -p art, o p e n -l a b el, r a n d o mi z e d, cr o ss o v er st u d y i n h e alt h y s u bj e cts, p erf or m e d at 1 st u d y 

c e nt er. T h e st u d y w as di vi d e d i nt o 2 p arts: P art 1 (i n cl u d e d 3 tr e at m e nt p eri o d s) a n d P art 2 (i n cl u d e d 3 

tr e at m e nt p eri o d s i n a n e w gr o u p of h e alt h y s u bj e cts). 

P a rt 1  

P art 1 of t h e st u d y c o m pris e d:  

•  A s cr e e ni n g p eri o d of m a xi m u m 2 8 d a y s.  

•  T hr e e tr e at m e nt p eri o d s d uri n g w hi c h s u bj e cts w er e r esi d e nt fr o m t h e m or ni n g of D a y -1 ( D a y -4 f or 
s u bj e cts r e c ei vi n g r a b e pr a z ol e [ Tr e at m e nt C]) a n d dis c h ar g e d aft er t h e l ast P K s a m pl e c oll e cti o n, 
4 8  h o u r s aft er d o si n g of c a pi v as erti b of e a c h tr e at m e nt p eri o d.  

•  T h er e w as a mi ni m u m w as h o ut p eri o d of 1 4  d a y s b et w e e n e a c h c a pi v as erti b d o s e a d mi nistr ati o n.  

•  A fi n al visit 7 t o 1 4 d a y s aft er t h e l ast c a pi v as erti b P K s a m pl e i n Tr e at m e nt P eri o d 3.  

O n D a y -4 of Tr e at m e nt P eri o d 1, 2 4 s u bj e cts w er e r a n d o mi z e d t o o n e of 6 tr e at m e nt s e q u e n c e s: A B C, A C B, 

B A C, B C A, C A B or C B A. E a c h c o h ort (tr e at m e nt s e q u e n c e) h a d at l e ast 3 s u bj e cts. All s u bj e cts r e c ei v e d 

3  si n gl e d o s es of   c a pi v as erti b as d es cri b e d b el o w:  

•  Tr e at m e n t A: Si n gl e or al d o s e of   c a pi v as erti b, o v er ni g ht f ast e d st at e (r ef er e n c e tr e at m e nt). 

•  Tr e at m e nt B: Si n gl e or al d o s e of   c a pi v as erti b, f e d st at e ( aft er a hi g h -f at, hi g h-c al ori e m e al ). 

•  Tr e at m e nt C: T wi c e d ail y or al d o s es of   r a b e pr a z ol e f or 3 d a y s ( D a y s -3 t o -1) a n d a si n gl e d o s e o n 
t h e m or ni n g of D a y 1 + a si n gl e or al d o s e of   c a pi v as erti b u n d er f ast e d c o n diti o n s o n D a y 1.  

P a rt 2  

P art 2 of t h e st u d y f oll o w e d a si mil ar  d esi g n t o P art 1 a n d w as i niti at e d b as e d o n t h e fi n di n g s fr o m P art 1.  

P art 2 of t h e st u d y c o m pris e d:  

•  A s cr e e ni n g p eri o d of at l e ast 2 8 d a y s.  

•  T hr e e tr e at m e nt p eri o d s d uri n g w hi c h s u bj e cts w er e r esi d e nt fr o m t h e m or ni n g  of D a y -1 a n d w er e 
dis c h ar g e d aft er t h e l ast P K s a m pl e c oll e cti o n 4 8 h o ur s aft er d o si n g of c a pi v as erti b of e a c h tr e at m e nt 
p eri o d c o n sist e nt wit h P art 1.  

•  T h er e w as a mi ni m u m w as h o ut p eri o d of 1 4 d a y s b et w e e n e a c h c a pi v as erti b d o s e a d mi nistr ati o n.  

•  A fi n al v isit 7 t o 1 4 d a y s aft er t h e l ast c a pi v as erti b P K s a m pl e i n Tr e at m e nt P eri o d 3. 

T h e i nt eri m r es ults fr o m P art 1 i n di c at e d a p ot e nti all y cli ni c all y r el e v a nt f o o d i nt er a cti o n o nl y a n d t h er ef or e 

Tr e at m e nts D, E, a n d F w er e  st u di e d  i n P art 2. O n D a y -1 of Tr e at m e nt P eri o d 1,  2 4  s u bj e cts w er e  r a n d o mi z e d 

t o o n e of 6 tr e at m e nt s e q u e n c es: D E F, D F E, E D F, E F D, F D E, F E D . E a c h c o h ort (tr e at m e nt s e q u e n c e) h a d at 

l e ast 3 s u bj e cts. All s u bj e cts r e c ei v e d 3 si n gl e d o s es of   c a pi v as erti b as d es cri b e d b el o w:  

•  Tr e at m e nt D:  Si n gl e or al d o s e of   c a pi v as erti b, o v er ni g ht f ast e d st at e (r ef er e n c e tr e at m e nt).  

•  Tr e at m e nt E: Si n gl e or al d o s e of   c a pi v as erti b u n d er f e d c o n diti o n s ( aft er a l o w -f at, l o w-c al ori e 
m e al ). 

•  Tr e at m e nt F: Si n gl e or al d o s e of   c a pi v as erti b u n d e r p arti all y f ast e d c o n diti o n s (f o o d r estri ct e d 
fr o m 2 h o ur s pri or t o d o si n g u ntil 1 h o ur aft er d o si n g).  

St u d y S u bj e ct s:  

Pl a n n e d f o r I n cl u si o n:  R a n d o mi z e d:  C o m pl et e d St u d y:  E v al u a bl e s u bj e ct s:  

T ot al c o n s e nt e d: 7 5 s u bj e cts  P art 1: 2 4  s u bj e cts 

P art 2: 2 4 s u bj e cts 

P art 1: 2 3  s u bj e cts   

P art 2: 2 4 s u bj e cts  

P art 1: 2 2  s u bj e cts  

P art 2: 2 4 s u bj e cts  
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M ai n I n cl usi o n C rit e ri a:  

F or b ot h P arts 1 a n d 2, t h e st u d y i n cl u d e d h e alt h y , n o n-s m o ki n g  m al e a n d f e m al e  s u bj e cts  (f e m al es w er e of 

n o n -c hil d b e ari n g p ot e nti al ) a g e d 1 8 t o 5 8  (i n cl u si v e) y e ar s w h o h a d a b o d y m ass i n d e x b et w e e n 1 8. 0  t o 2 9. 9  

k g/ m 2  (i n cl u si v e) f or m al es, a n d  1 8 t o 3 2 k g/ m 2  (i n cl u si v e) f or f e m al es, a n d w ei g h e d at l e ast 5 0 k g a n d n o 

m or e t h a n 1 0 0  k g (i n cl u si v e).  

I n v esti g ati o n al M e di ci n al P r o d u ct s  ( I M P): C a pi v as erti b t a bl et a n d r a b e pr a z ol e  t a bl et 

P r o p e rti es  C a pi v a s e rti b  R a b e p r a z ol e  

S u p pli er:  Astr a Z e n e c a  H u b ert u s P h ar m a c y  

F or m ul ati o n:  Fil m -c o at e d t a bl et  G astr o -r esist a nt t a bl et 

Str e n gt h/ c o n c e ntr ati o n:    

D o s e:    

R o ut e of a d mi nistr ati o n:  Or al  Or al  

S p e cifi c d e vi c e f or dr u g 

a d mi nistr ati o n, if a p pli c a bl e:  

N ot a p pli c a bl e  N ot a p pli c a bl e  

R e gi m e n:  Si n gl e d o s e o n D a y 1  T wi c e d ail y, a p pr o xi m at el y 1 2  h o ur s 

a p art f or 3  d a y s ( D a y s  -3 t o -1) a n d a 

si n gl e d o s e o n t h e m or ni n g of D a y  1  

S p e ci al h a n dli n g 

r e q uir e m e nts: 

N A  N A  

A v ail a bilit y of t h e I M P:  W as  s hi p p e d t o H u b ert u s P h ar m a c y 

w h e n R e g ul at or y A ut h orit y 

(B u n d esi nstit ut f ür Ar z n ei mitt el u n d 

M e di zi n pr o d u kt e [ Bf Ar M]) a p pr o v al 

w as  i n pl a c e a n d s hi p p e d t o sit e b y 

H u b ert u s P h ar m a c y w h e n R e g ul at or y 

A ut h orit y ( Bf Ar M) a n d Et hi cs 

C o m mitt e e ( E C ) a p pr o v als w er e  i n 

pl a c e  

W as  s hi p p e d t o sit e w h e n R e g ul at or y 

A ut h orit y ( Bf Ar M) a n d E C a p pr o v als 

w er e  i n pl a c e 

B at c h/ M a n uf a ct uri n g L ot 

N u m b er ( e x pir y d at e):  

 

 

 

T r e at m e nt s : 

P a rt 1  

Tr e at m e nt A  Si n gl e or al d o s e of   c a pi v as erti b, o v er ni g ht f ast e d st at e (r ef er e n c e 

tr e at m e nt) 

Tr e at m e nt B  Si n gl e or al d o s e of   c a pi v as erti b, f e d st at e ( aft er a hi g h-f at, 

hi g h -c al ori e m e al ) 

Tr e at m e nt C  T wi c e d ail y or al d o s es of   r a b e pr a z ol e f or 3 d a y s ( D a y s -3 t o -1) a n d a 

si n gl e d o s e o n t h e m or ni n g of D a y 1 + a si n gl e or al d o s e of   

c a pi v as erti b u n d er f ast e d c o n diti o n s o n D a y 1.  
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P h ar m a c o ki n eti cs of C a pi v as erti b  

P a rt 2  

Tr e at m e nt D  Si n gl e or al d o s e of   c a pi v as erti b, o v er ni g ht f ast e d st at e (r ef er e n c e 

tr e at m e nt) 

Tr e at m e nt E  Si n gl e or al d o s e of   c a pi v as erti b u n d er f e d c o n diti o ns ( aft er a l o w -f at, 

l o w-c al ori e m e al ). 

Tr e at m e nt F  Si n gl e or al d o s e of   c a pi v as erti b u n d er p arti all y f ast e d c o n diti o n s (f o o d 

r estri ct e d fr o m 2 h o ur s pri or t o d o si n g u ntil 1 h o ur aft er d o si n g).  

D u r ati o n of T r e at m e nt:  

I n b ot h P art 1 a n d P art 2, e a c h s u bj e ct w as e x p e ct e d t o b e i n v ol v e d i n t h e st u d y f or  a p pr o xi m at el y 9 t o 

1 0  w e e k s.  

T r e at m e nt C o m pli a n c e:  

D o si n g t o o k pl a c e at t h e st u d y c e nt er ( P ar e x el E arl y P h as e Cli ni c al B erli n, G er m a n y). T h e a d mi nistr ati o n of 

all I M Ps w as r e c or d e d i n Cli n B as e ™. C o m pli a n c e w as a ss ur e d b y dir e ct s u p er visi o n a n d wit n essi n g  of I M P 

a d mi nistr ati o n. Aft er I M P a d mi nistr ati o n, a c h e c k of t h e s u bj e ct’ s m o ut h a n d h a n d s w as p erf or m e d.  

C rit e ri a f o r E v al u ati o n:  

P h a r m a c o ki n eti c P a r a m et e rs:   

•  P K p ar a m et er s of c a pi v as erti b i n cl u di n g, b ut n ot li mit e d t o C m a x, A U Ci nf a n d A U Cl ast  i n t h e f e d a n d 
f ast e d st at e 

•  P K p ar a m et er s of c a pi v as erti b i n cl u di n g, b ut n ot li mit e d t o C m a x, A U Ci nf a n d A U Cl ast al o n e a n d i n 
c o m bi n ati o n wit h a ci d r e d u ci n g a g e nt(s)  

S af et y V a ri a bl es:  

Ass es s m e nt of A E s, l a b or at or y v ari a bl es ( h a e m at ol o g y, cli ni c al c h e mistr y, a n d uri n al y sis), vit al si g n s ( s y st oli c 

a n d di ast oli c bl o o d pr ess ur e, p uls e, r es pir at or y r at e), 1 2 -l e a d E C Gs, p h y si c al e x a mi n ati o n, a n d b o d y 

t e m p er at ur e 

C CI

C CI

C CI
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Statistical Methods: 
Determination of Sample Size: 
Based on the estimated true intra-subject CV for Cmax, AUClast and AUCinf of capivasertib of 22%, 
18 subjects are needed to achieve a relative precision of 1.4 (ratio between the upper and lower limits of the 
90% confidence interval [CI]), with a power of 80%. This corresponds to a 90% CI of 0.85 to 1.18 if the 
observed ratio is 1.00, or a 90% CI of 0.63 to 0.89 if the observed ratio is 0.75. To account for potential 
discontinuations, 24 subjects were to be included in each part of the study. In Part 1, 24 subjects were to be 
randomized to 6 sequences of Williams design for 3 periods and 3 treatments: ABC, BCA, CAB, ACB, BAC, 
and CBA, in order to ensure at least 18 subjects with PK data from both test and reference treatments. In 
Part 2, 24 subjects were randomized to 6 sequences of 3 treatments: DEF, DFE, EDF, EFD, FDE, FED, in 
order to ensure at least 18 subjects with PK data from both test and reference treatments. 
Presentation and Analysis of Pharmacokinetic Data: 
A listing of PK blood sample collection times, including derived sampling time deviations and all reportable 
concentrations, were presented for capivasertib for all dosed subjects. An additional listing of PK 
concentrations versus time was presented in table format based on the PK analysis set. 
Plasma capivasertib concentrations were summarized for the PK analysis set for each time point by study part 
and treatment using CSP scheduled times and appropriate descriptive statistics. 
All reportable PK parameters from the noncompartmental PK analysis were listed for all subjects dosed. 
Plasma PK parameters were summarized for the PK analysis set by study part and treatment. 
The PK concentration and parameter data were presented according to the most recent version of the 
AstraZeneca Corporate CSRHLD reporting standards version 3.4, that includes applicable descriptive 
statistics, handling of individual concentrations below the lower limit of quantification (LLOQ) for listings, 
descriptive statistics and figures, and precision and rounding rules for concentrations and PK parameter data. 
Individual plasma concentrations versus actual elapsed time after dose were plotted on both the linear and 
semi-logarithmic scale with all dosed treatments overlaid on the same plot and separate plots for each subject. 
Plots were based on all dosed subjects. 
Combined individual plasma concentration versus actual times were plotted based on the PK analysis set on 
both the linear and semi-logarithmic scale, with all subjects for the same study part and treatment overlaid on 
the same plot. Plots were based on the PK Analysis Set. 
Geometric mean plasma concentration (-/+gSD) versus nominal sampling time were plotted on both the linear 
scale and semi-logarithmic (no gSD presented) with all treatments overlaid on the same plot. Plots were based 
on the PK analysis set. Focus plots were provided if there were no clear distinction among profiles. 
The PK analysis set consisted of all subjects in the safety analysis set who received at least 1 dose of 
capivasertib and who have at least 1 quantifiable post-dose plasma concentration. 
Pharmacokinetic concentrations and parameters were summarized for each study part and treatment using 
descriptive statistics. The descriptive statistics included: n, geometric mean, geometric coefficient of variation, 
arithmetic mean, arithmetic SD, median, minimum and maximum. For tmax and tlag, only n, median, 
minimum and maximum were presented. The geometric mean ratios of Cmax, AUCinf and AUClast were 
calculated for each treatment comparison (Test treatment versus Reference treatment): 

• Treatment B versus Treatment A (Part 1). 
• Treatment C vs Treatment A (Part 1).  
• Treatment E vs Treatment D (Part 2). 
• Treatment F vs Treatment D (Part 2). 
• Treatment E vs Treatment F (Part 2). 
• Treatment B (Part 1) vs Treatment F (Part 2). 



Clinical Study Report  AstraZeneca 
Capivasertib (AZD5363) - D3614C00005 09 September 2022 

CONFIDENTIAL AND PROPRIETARY 7 of 10 

Title of Study: An Open-label, Randomized, Crossover Study in Healthy Subjects to 
Evaluate the Effect of Food and Acid Reducing Agent(s) on the 
Pharmacokinetics of Capivasertib 

Analyses of the PK parameters Cmax, AUCinf and AUClast were performed within each part using a mixed 
effects model following a natural logarithm transformation of the PK parameters, with fixed effects for 
treatment, treatment period and sequence and subject nested within sequence as a random effect. For the 
between part comparison (Treatment B vs Treatment F), sequence is not relevant and was thus dropped from 
the model. 
For the effect of the acid reducing agent, the least-squares (LS) geometric means and the corresponding 2-
sided 95% CIs, as well as ratios of LS geometric means together with 2-sided 90% CIs of test treatment 
(capivasertib + acid reducing agent) and reference treatment (capivasertib alone) were estimated and 
presented.  
For the effect of food, the LS geometric means and the corresponding 2-sided 95% CIs as well as ratios of LS 
geometric means together with 2-sided 90% CIs of test treatment (capivasertib under fed conditions) and 
reference treatment (capivasertib under fasted conditions) were estimated and presented. 
Presentation and Analysis of Safety Data: 
All subjects who received at least 1 dose of capivasertib and for whom any safety post-dose data are available 
were included in the safety analysis for the study. 
All safety data (scheduled and unscheduled) were presented in the data listings. Continuous variables were 
summarized using descriptive statistics (n, mean, SD, min, median, max) by treatment. Categorical variables 
were summarized in frequency tables (frequency and proportion) by treatment/dose group. The analysis of the 
safety variables was based on the safety analysis set. 
Adverse events were summarized by Preferred Term (PT) and System Organ Class (SOC) using Medical 
Dictionary for Regulatory Activities (MedDRA) vocabulary. Furthermore, listings of serious adverse events 
(SAEs) and AEs that led to the discontinuation of IMP were made and the number of subjects who had any 
AE, SAEs, AEs that led to the discontinuation of IMP, and AEs with severe intensity were summarized. 
Adverse events that occurred from time of informed consent before dosing were reported separately. 
Tabulations and listings of data for vital signs, clinical laboratory tests and ECGs (listings only) were 
presented. Any new or aggravated clinically relevant abnormal medical physical examination finding 
compared with the baseline assessment was reported as an AE. Data was summarized for the observed values 
at each scheduled assessment, together with the corresponding changes from the baseline when baseline was 
defined. Clinical laboratory data was reported in Système International units in the CSR. 
Out-of-range values for safety laboratory and ECGs were flagged in individual listings as well as summarized 
descriptively using agreed standard reference ranges and/or extended reference ranges (e.g., AZ, program, or 
laboratory ranges). 

Protocol Deviations: 
Part 1 
Due to delayed implementation of informed consent document (ICD) version 3.0, 22 (91.7%) subjects did not 
provide appropriate Informed Consent for Part 1. These subjects were consented on ICD version 2.0 and were 
not re-consented on ICD version 3.0 on enrolment. All of these subjects who were randomized and received at 
least one dose of capivarsetib were re-consented on ICD version 3.0 at a later date and the Ethics Committee 
was informed. A File Note was put in place to document the deviation and re-consenting. 
Part 2 
There were no important protocol deviations in this study during Part 2. 
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Pharmacokinetic Results: 
Effect of food 

• Systemic exposure to capivasertib was increased when dosed with a high-fat, high-calorie meal 
compared to when dosed after an overnight fast, with GMRs and 90% CIs of 1.233 (1.078, 1.410), 1.323 
(1.223, 1.431) and 1.327 (1.226, 1.436) for Cmax, AUCinf and AUClast, respectively. 

• Systemic exposure to capivasertib was similar for Cmax and equivalent for AUC when dosed with a 
low-fat, low-calorie meal compared to when dosed after an overnight fast, with GMRs and 90% CIs of 
1.208 (0.9864, 1.479), 1.144 (1.048, 1.249) and 1.150 (1.050, 1.260) for Cmax, AUCinf and AUClast, 
respectively. 

• Systemic exposure to capivasertib increased when dosed under partially fasted conditions compared to 
when dosed after an overnight fast, with GMRs and 90% CIs of 1.397 (1.131, 1.724), 1.193 (1.088, 
1.307) and 1.201 (1.091, 1.321) for Cmax, AUCinf and AUClast, respectively. 

• Systemic exposure to capivasertib was similar in Part 1 subjects dosed with a high-fat, high-calorie meal 
compared to that in Part 2 subjects dosed under partially fasted conditions, with GMRs and 90% CIs of 
0.8536 (0.6977, 1.044), 1.132 (0.9917, 1.293) and 1.134 (0.9919, 1.297) for Cmax, AUCinf and 
AUClast, respectively.  

• Systemic exposure to capivasertib was similar for Cmax and equivalent for AUCinf and AUClast when 
dosed with a low-fat, low-calorie meal compared to when dosed under partially fasted conditions, with 
GMRs and 90% CIs of 0.8647 (0.7024, 1.064), 0.9590 (0.8760, 1.050) and 0.9578 (0.8719, 1.052) for 
Cmax, AUCinf and AUClast, respectively. 

Effect of acid reducing agent 

• Systemic exposure to capivasertib was decreased for Cmax and equivalent for AUCinf and AUClast 
when dosed fasted in the presence of the acid reducing agent rabeprazole compared to when dosed after 
an overnight fast in the absence of an acid reducing agent, with GMRs and 90% CIs of 0.7323 (0.6393, 
0.8389), 0.9378 (0.8658, 1.016) and 0.9316 (0.8597, 1.010) for Cmax, AUCinf and AUClast, 
respectively. 



Cli ni c al St u d y R e p ort   Astr a Z e n e c a  
C a pi v as erti b ( A Z D 5 3 6 3)  - D 3 6 1 4 C 0 0 0 0 5  0 9  S e pt e m b er  2 0 2 2  

C O N FI D E N TI A L A N D P R O P RI E T A R Y  9  of 1 0  

Titl e of St u d y:  A n O p e n -l a b el, R a n d o mi z e d, Cr o ss o v er St u d y i n H e alt h y S u bj e cts t o 

E v al u at e t h e Eff e ct of F o o d a n d A ci d R e d u ci n g A g e nt(s) o n t h e 

P h ar m a c o ki n eti cs of C a pi v as erti b  
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P a rt 1  

Si n gl e or al d o s es of   c a pi v as erti b a d mi nist er e d i n a n o v er ni g ht f ast e d st at e ( Tr e at m e nt A), f e d st at e 

( Tre at m e nt B –  hi g h -f at, hi g h-c al ori e m e al ), a n d c o a d mi nist er e d wit h   r a b e pr a z ol e i n a n o v er ni g ht 

f ast e d st at e ( Tr e at m e nt C) w er e s af e a n d w ell t ol er at e d i n t his st u d y.  

T h es e c o n cl u si o n s ar e b as e d o n t h e f oll o wi n g r es ults:  

•  O v er all, 1 4 ( 6 0. 9 %) s u bj e cts h a d at l e ast 1 A E.  

•  Di arr h o e a w as t h e m o st c o m m o nl y r e p ort e d A E i n a n y tr e at m e nt gr o u p ( 8 [ 3 4. 8 %] s u bj e cts), f oll o w e d 
b y n a u s e a ( 5 [ 2 1. 7 %] s u bj e cts).  

•  O v er all, 1 1 ( 4 7. 8 %) s u bj e cts h a d at l e ast 1 A E c o n si d er e d p ossi bl y r el at e d t o I M P a c c or di n g t o 
I n v esti g at or’ s c a u s alit y ass ess m e nt. 

•  T h e m aj orit y of A E s w er e gr a d e 1 ( mil d) i n s e v erit y ( 1 2 s u bj e cts [ 5 2. 2 %]) a n d t h er e w er e n o gr a d e 3 
( s e v er e) A E s. 

•  T h er e w er e n o f at al e v e nts or ot h er S A Es.  

•  O n e s u bj e ct r e p ort e d t h e A E of li v er f u n cti o n t est i n cr e a s e d t h at w as mil d i n s e v erit y a n d n ot p o ssi bl y 
r el at e d t o I M P as p er I n v esti g at or’ s ass ess m e nt. T h e I M P w as dis c o nti n u e d d u e t o t his A E.  

•  N o cli ni c all y r el e v a nt fi n di n g s w er e o b s er v e d f or l a b or at or y r es ults ( ot h er t h a n r el ati n g t o t h e A E of li v er 
f u n cti o n t est i ncr e a s e d), vit al si g n s,  p h y si c al e x a mi n ati o n s,  a n d E C Gs a n d n o s af et y c o n c er n s w er e 
r ais e d. 

•  T h er e w as n o i m p a ct o n st u d y c o n d u ct or s af et y of s u bj e cts d u e t o C O VI D -1 9.  

P a rt 2  

Si n gl e or al d o s es of   c a pi v as erti b  a d mi nist er e d i n a n o v er ni g ht f ast e d st at e ( Tr e at m e nt D), f e d st at e 

( Tr e at m e nt E –  l o w-f at, l o w-c al ori e m e al ), a n d i n a p arti all y f ast e d st at e ( Tr e at m e nt C –  f o o d r estri ct e d fr o m 2 

h o ur s pri or t o d o si n g u ntil 1 h o ur aft er d o si n g) w er e s af e a n d w ell t ol er at e d i n t his st u d y.  

T h es e c o n cl u si o n s ar e b as e d o n t h e f oll o wi n g r es ults:  

•  O v er all, 1 8 ( 7 5. 0 %) s u bj e cts h a d at l e ast 1 A E.  

•  Di arr h o e a w as t h e m o st c o m m o nl y r e p ort e d A E i n a n y tr e at m e nt gr o u p ( 1 3 [ 5 4. 2 %] s u bj e cts), f oll o w e d 
b y C O VI D -1 9 ( 3 [ 1 2 . 5%] s u bj e cts).  

•  O v e r all, 1 4 ( 5 8. 3 %) s u bj e cts h a d at l e ast 1 A E c o n si d er e d p ossi bl y r el at e d t o I M P a c c or di n g t o 
I n v esti g at or’ s c a u s alit y ass ess m e nt. 

•  T h e m aj orit y of A E s w er e gr a d e 1 ( mil d) i n s e v erit y ( 1 7 s u bj e cts [ 7 0. 8 %]) a n d t h er e w er e n o gr a d e 3 
( s e v er e) A E s. 

•  T h er e w er e n o  f at al e v e nts or ot h er S A Es. 

•  N o cli ni c all y r el e v a nt fi n di n g s w er e o b s er v e d f or l a b or at or y r es ults, vit al si g n s,  p h y si c al e x a mi n ati o n s,  
a n d E C Gs a n d n o s af et y c o n c er n s w er e r ais e d.  

•  T w o s u bj e cts dis c o nti n u e d I M P d u e t o mil d A E s of C O VI D -1 9.  
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C CI
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Conclusions: 

Pharmacokinetics 

• Dosing of capivasertib tablets after a high-fat, high-calorie meal resulted in higher AUC and higher 
Cmax, compared to when dosed after an overnight fast, but similar AUC and Cmax compared to when 
given partially fasted (no food from 2 hours prior to dosing until 1 hour after dosing). 

• Dosing of capivasertib tablets after a low-fat, low-calorie meal resulted in equivalent AUC and similar 
Cmax, both when compared to dosing after an overnight fast and when compared to dosing partially 
fasted. 

• Dosing of capivasertib tablets in the presence of rabeprazole resulted in equivalent AUC but lower 
Cmax, compared to when capivasertib was given alone. 

Safety 

• Overall, single oral doses of capivasertib administered in an overnight fasted state, high-fat, high-calorie 
fed state, low-fat, low-calorie fed state, and in a partially fasted state, were safe and well tolerated in this 
study. 

• Co-administration of rabeprazole with capivasertib was safe and well tolerated in this study. 
• No new safety concerns were found for the capivasertib treatments in this study. 
COVID-19 Pandemic 
The COVID-19 pandemic was not judged to meaningfully impact the overall quality of the study, including 
the conduct, data, and interpretation of results. 

Version and Date of Report: Final 1.0, dated 09 September 2022 

This study was conducted in compliance with International Council for Harmonisation Good Clinical Practice 
guidelines. 

 
 




